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IN THE CLAIMS 

Please amend the claims, as follows, without prejudice, without admission, without 
surrender of subject matter, and without any intention of creating any estoppel as to equivalents: 



67. (Amended) The method for breaking B-cell autotolerance in an animal to a 
self-protein of that animal, and inducing antibody production in the animal against the self- 

' ^ protein of that animal of claim 66 wherein the T-cell epitope comprises at least 10 amino acids. 

68. (Amended) A method for breaking B-cell autotolerance in an animal to a self- 
protein of that animal, and inducing antibody production in the animal against the self-protein of 
that animal, comprising; 

preparing different modified self-proteins, wherein: 

each modified self-protein is modified, in comparison to the self-protein, by 
containing a substitution of a peptide fragment of the self-protein with a peptide containing at 
least one immunodominant T-cell epitope which is foreign to the animal, 
and 

the different modified self-proteins differ from each other with respect to the 
position of the at least one immunodominant T-cell epitope; 

ascertaining which of the different modified self-proteins elicits a desired specific 
neutralizing effect and thereby ascertaining a desired modified self protein; and 

administering to the animal, an immunologically effective amount of the desired 
modified self-protein, wherein: 

the self-protein is normally autotolerated by the animal and there is normally B- 
cell autotolerance by the animal to the self-protein, and, 

the desired modified self-protein elicits antibodies that are against the self-protein, 
and B-cell autotolerance to the self-protein is broken. 



70. (Amended) A method for breaking B-cell autotolerance in an animal to a self- 
protein of that animal, and inducing antibody production in the animal against the self-protein of 
fj that animal, earlier and in higher titres, in comparison to the self-protein conjugated to a carrier 
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protein or peptide containing T-cell epitopes, comprising administering to the animal, an 
immunologically effective amount of at least one modified self-protein, wherein; 

a. the self-protein is normally autotolerated by the animal and there is normally B- 
cell autotolerance by the animal to the self-protein; and, 

the modified self-protein is modified, in comparison to the self-protein, by 
containing a substitution of a peptide fragment of the self-protein with a peptide containing at 
least one immunodominant T-cell epitope which is foreign to the animal, wherein the peptide 
fragment corresponds to the peptide containing at least one immunodominant T-cell epitope in 
amino acid length; 

whereby, the modified self-protein elicits antibodies that are against the self- 
protein, earlier and in higher titres, in comparison to the self-protein conjugated to a carrier 
protein or peptide containing T-cell epitopes, and B-cell autotolerance to the self-protein is 
broken; or, 

b. the self-protein is normally autotolerated by the animal and there is normally B- 
cell autotolerance by the animal to the self-protein; and, 

the modified self-protein is modified, in comparison to the self-protein, by 
containing a substitution of a peptide fragment of the self-protein with a peptide containing at 
least one immunodominant T-cell epitope which is foreign to the animal, wherein the 
substitution is of an amphiphatic alpha helix; 

whereby the modified self-protein elicits antibodies that are against the self- 
protein, earlier and in higher titres, in comparison to the self-protein conjugated to a carrier 
protein or peptide containing T-cell epitopes, and B-cell autotolerance to the self-protein is 
broken; or, 

c. the self-protein is normally autotolerated by the animal and there is normally B- 
cell autotolerance by the animal to the self-protein; and, 

the modified self-protein is modified, in comparison to the self-protein, by 
containing a substitution of a peptide fragment of the self-protein with a peptide containing at 
least one immunodominant T-cell epitope which is foreign to the animal, wherein the peptide 
fragment corresponds to the peptide containing at least one immunodominant T-cell epitope in 
amino acid length and comprises at least ten amino acids; 
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whereby the modified self-protein ehcits antibodies that are against the self- 
jr and in higher titres, in comparison to the self-protein conjugated to a carrier 
-protein or peptide containing T-cell epitopes, and B-cell autotolerance to the self-protein is 
broken; or, 

d. the self-protein is normally autotolerated by the animal and there is normally B- 
cell autotolerance by the animal to the self-protein; and, 

the modified self-protein is modified, in comparison to the self-protein, by 
containing a substitution of a peptide fi-agment of the self-protein with a peptide containing at 
least one immunodominant T-cell epitope which is foreign to the animal, wherein the peptide 
fi-agment corresponds to the peptide containing at least one immunodominant T-cell epitope in 
amino acid length and comprises at least fifteen amino acids; 

whereby the modified self-protein elicits antibodies that are against the self- 
protein, earlier and in higher titres, in comparison to the self-protein conjugated to a carrier 
protein or peptide containing T-cell epitopes, and B-cell autotolerance to the self-protein is 
broken; or, 

e. the self-protein is normally autotolerated by the animal and there is normally B- 
cell autotolerance by the animal to the self-protein; and, 

the modified self-protein is modified, in comparison to the self-protein, by 
containing a substitution of a peptide fragment of the self-protein with a peptide containing at 
least one immunodominant T-cell epitope which is foreign to the animal, wherein the peptide 
firagment corresponds to the peptide containing at least one immunodominant T-cell epitope in 
amino acid length and comprises at least 10 amino acids with said substitution preserving 
flanking regions comprising at least four amino acids on each side of the peptide fragment, 

whereby the modified self-protein ehcits antibodies that are against the self- 
protein, earher and in higher titres, in comparison to the self-protein conjugated to a carrier 
protein or peptide containing T-cell epitopes, and B-cell autotolerance to the self-protein is 
broken; or, 

f the self-protein is normally autotolerated by the animal and there is normally B- 
cell autotolerance by the animal to the self-protein; and, 

the modified self-protein is modified, in comparison to the self-protein, by 
containing a substitution of a peptide fragment of the self-protein with a peptide containing at 
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least one immunodominant T-cell epitope which is foreign to the animal, wherein the peptide 
fragment corresponds to the peptide containing at least one immunodominant T-cell epitope in 
amino acid length and comprises at least 15 amino acids with said substitution preserving 
flanking regions comprising at least four amino acids on each side of the peptide fragment, 
whereby the modified self-protein elicits antibodies that are against the self- 
protein earlier and in higher titres, in comparison to the self-protein conjugated to a carrier 
protein or peptide containing T-cell epitopes; and B-cell autotolerance to the self-protein is 
broken; or, 

g. the self-protein is normally autotolerated by the animal and there is normally B- 
cell autotolerance by the animal to the self-protein; and, 

the modified self-protein is modified, in comparison to the self-protein, by being 
detoxified by containing a substitution of a peptide fragment of the self-protein with a peptide 
containing at least one immunodominant T-cell epitope which is foreign to the animal, 

whereby the modified self-protein elicits antibodies that are against the self- 
protein, earlier and in higher titres, in comparison to the self-protein conjugated to a carrier 
protein or peptide containing T-cell epitopes, and B-cell autotolerance to the self-protein is 
broken; or, 

h. the self-protein is normally autotolerated by the animal and there is normally B- 
cell autotolerance by the animal to the self-protein; and, 

the modified self-protein is modified, in comparison to the self-protein, by being 
detoxified by containing a substitution of a peptide fragment of the self-protein with a peptide 
containing at least one immunodominant T-cell epitope which is foreign to the animal, and said 
substitution preserving flanking regions comprising at least four amino acids on each side of the 
peptide fragment; 

whereby the modified self-protein elicits antibodies that are against the self- 
protein, earlier and in higher titres, in comparison to the self-protein conjugated to a carrier 
protein or peptide containing T-cell epitopes, and B-cell autotolerance to the self-protein is 
broken; or, 

i. the self-protein is normally autotolerated by the animal and there is normally B- 
cell autotolerance by the animal to the self-protein; and, 



-5- 



00118016 



674542-2004 
PATENT 
USSN 08/955,373 

the modified self-protein is modified, in comparison to the self-protein, by being 
detoxified by containing a substitution of a peptide fragment of the self-protein with a peptide 
containing at least one immunodominant T-cell epitope which is foreign to the animal, wherein 
said peptide containing at least one immimodominant T-cell epitope comprises at least 10 amino 
acids and said substitution preserves flanking regions comprising at least four amino acids on 
each side of the peptide fragment; 

whereby the modified self-protein elicits antibodies that are against the self- 
protein, earlier and in higher titres, in comparison to the self-protein conjugated to a carrier 
protein or peptide containing T-cell epitopes, and B-cell autotolerance to the self-protein is 
broken; or, 

j. the self-protein is normally autotolerated by the animal and there is normally B- 
cell autotolerance by the animal to the self-protein; and, 

the modified self-protein is modified, in comparison to the self-protein, by being 
detoxified by containing a substitution of a peptide fragment of the self-protein with a peptide 
containing at least one immunodominant T-cell epitope which is foreign to the animal, wherein 
the^peptide containing at least one immunodominant T-cell epitope comprises at least 15 amino 
acids and said substitution preserves flanking regions comprising at least four amino acids on 
each side of the peptide fragment, 

whereby the modified self-protein elicits antibodies that are against the self- 
protein, earlier and in higher titres, in comparison to the self-protein conjugated to a carrier 
protein or peptide containing T-cell epitopes, and B-cell autotolerance to the self-protein is 
broken. 
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